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Genetic profiling may help to
define different clinical forms of
leprosy. The severity of the dis-
ease depends partly on how an
individual’s immune system re-
sponds to the causative organ-
ism, Mycobacterium leprae. Tu-
berculoid leprosy is typically a
self-limited disease with a low
bacterial load. In contrast, pa-
tients who have lepromatous
leprosy present with dissemi-
nated lesions and high bacterial
loads, which reflects the sup-
pression of cell-mediated immu-
nity (see pages 55 and 71 in this
issue).

To determine the reason for
this difference in immune re-
sponse, Bleharski and colleagues
compared the patterns of ex-
pression of about 12 000 genes
between patients with either
form of leprosy. They demon-
strated that there were clear dif-
ferences in the expression of

certain genes within the skin le-
sions between the tuberculoid
and lepromatous groups. Specif-
ically, they found an increase in
the expression of type 2 cyto-
kines in the lepromatous sam-
ples, which had been previously
associated with immune sup-
pression. However, they also
discovered an increase in the ex-
pression of receptors in the
leukocyte immunoglobulin-like
receptor family. Hypothesizing
that these receptors may also in-
hibit the immune response, they
found that manipulating them
with antibodies indeed resulted
in an imbalance between the
cytokines necessary for mount-
ing an inflammatory response.

Within a larger context, the
authors state that the impor-
tance of such findings indicates
that genes involved in bene-
ficial or maladaptive immune
responses can be identified,

which may lead to a greater un-
derstanding of disease progres-
sion in general, and perhaps
therapy. (Bleharski et al. Science
2003;301:1527)
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case ought to be respected, said
the judge in the Mussani case,
they did not need to be followed
because there were distinguish-
able differences between the 2
cases. Indeed, a key factor in the
Mussani case was that the sexual
relationship was with a current
patient. The case in PEI in-
volved, among other things, the
blanket prohibition against psy-
chiatrists having sexual relation-
ships with former patients as
well as the issue of the length of
time since the professional rela-
tionship had ended. 

The issue of time is an impor-
tant one. Though determining
whether a patient is “current” or
“former” would appear to be
straightforward, the amount of
time that has elapsed from the
end of a professional relationship

and the nature of the care that
was provided are most certainly
other factors that must be taken
into account. That is, the Mus-
sani case should not suggest that
physicians can simply terminate a
longstanding professional rela-
tionship with a patient in order
to engage in a personal one. It is
very possible that the courts will
be asked in the future to decide
at what point (and under what
circumstances), ex-patients are
capable of providing consent to a
private relationship with their
former physicians. 
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Ozone linked to 
atherosclerosis

Ozone, better known in a
stratospheric setting, may play a
role in atherosclerosis. There is
evidence that ozone may be pro-
duced in living organisms by the
oxidation of water, a reaction
that appears to be catalyzed by
antibodies as part of an inflam-
matory response. Given that the

formation of atherosclerotic
plaques is now felt to be largely
due to inflammation, Went-
worth and colleagues attempted
to elucidate whether ozone is
produced during atherosclerosis
in humans. 

Ozone is a highly reactive
molecule that is difficult to mea-
sure. However, it is possible to
measure the products that are
created when ozone oxidizes
other molecules. Furthermore,
the oxidation of cholesterol by
ozone results in products that
are unique to ozone’s reaction,
thus leaving a biochemical “sig-
nature.” Upon examining ather-
osclerotic plaques at the time of

carotid endarterectomy, the au-
thors confirmed the presence of
these signature products within
the plaque. They also demon-
strated that, when the leukocytes
within these plaques were acti-
vated in vitro, more of these sig-
nature products were generated.

These findings provide a pos-
sible link between the seemingly
disparate factors that contribute
to atherosclerosis: cholesterol
accumulation, inflammation and
cellular damage. The authors
note that blood tests may one
day replace invasive detection
methods for arterial disease.
(Wentworth et al. Science 2003;
302:1053)

Apolipoprotein A-I
variant may clear 
atherosclerosis

A small community in northern
Italy may help researchers learn
how to combat atherosclerosis.
About 40 people in Limone sul
Garda possess a natu-
rally occurring variant
of apolipoprotein A-I.
Although they have very
low levels of high-
density lipoprotein cho-
lesterol, they enjoy
greater longevity and far
less atherosclerosis than
expected given these
levels. Researchers speculate that
the variant protein (apo A-I Mi-
lano) promotes reverse choles-
terol transport from existing
atheromas. Indeed, a recombinant
form of this protein has been

shown to decrease atherosclerotic
plaque burden in animals.

In a pilot randomized con-
trolled trial, the recombinant
protein was administered intra-
venously to patients with recent
acute coronary syndrome. Using
intravascular ultrasound to
quantify atheroma volume, the
authors found a statistically sig-
nificant reduction in the size of
coronary plaques after only
5 weeks of treatment compared
with placebo. 

Although very preliminary,
the results chal-
lenge the notion
that atheroscle-
rotic plaques are
relatively static en-
tities requiring a
mechanical inter-
vention. Consis-
tent with the anal-
ogy of a clogged

drain, this protein may one day
become the preferred liquid so-
lution over the more painful and
invasive plumber. (Nissen et al.
JAMA 2003;290:2292)
— Compiled by Allison Gandey
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An atherosclerotic plaque


